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Hepatocellular carcinoma (HCC) is the fifth most common 
cancer worldwide accounting for about 9% of all cancer 
deaths (1). The natural history of HCC is extremely variable 
due to high effectiveness of treatment only in early stages 
and low overall survival rate in patients with advanced 
disease who are poor responders to any treatment. Unlike 
other cancers, HCCs usually develop in patients with 
underlying liver disease that limits the use of chemotherapy 
and radiotherapy for the high risk of complications (2).

HCV is the main cause of chronic liver disease, cirrhosis 
and HCC in the world (3). In patients with chronic HCV 
infection, the annual HCC incidence is up to 8.8% in 
untreated patients with liver cirrhosis (4). Therefore, in the 
context of persistent HCV-related hepatitis, the key goals 
of antiviral therapy are to treat the infection, to reduce 
transmission rate and, especially, HCC incidence.

The direct-acting antivirals (DAAs) have revolutionized 
the management of patients with HCV infection because 
of their efficacy and safety profile even in populations 
considered ineligible to IFN therapy.  

Unfortunately, several authors have reported an 
unexpected high rate of HCC recurrence in patients treated 
with DAAs (5).

Very recently, Marino et al. showed an increased risk of 
HCC recurrence in patients treated with interferon-free 
regimens in the largest European cohort study of patient 
treated with DAAs (1,123 patients) (6).

On the contrary, Singal et al. have just published the 
results of a large retrospective analysis of a multicentre 
North American cohort study including 304 HCV-related 

HCC patients treated with DAAs vs. 489 untreated patients. 
In DAA-treated group, HCC recurrence was observed 
in 42.1% of patients as compared to 58.9% of untreated 
group, without a statistically significant difference. 

Even if the study tried to put an end to the debate on the 
risk of DAAs on HCC recurrence, many factors should still 
be considered. 

The number of cases of recurrence in untreated patients 
reported by Singal was dramatically higher (42.1% and 
58.9%) than that previously reported by other authors in 
cirrhotic patients (5,7), probably due to a more advanced 
liver disease and worse clinical conditions. 

The two populations included in the analysis were 
significantly different in terms of HCC treatment, number 
of treatments to achieve tumor response, and Child Pugh 
class. 

DAA treated patients were more frequently treated 
with curative therapy (resection or local ablation) whereas 
most of untreated patients underwent trans arterial 
chemoembolization (TACE). 

Even if DAA treated patients had better clinical 
conditions at baseline they showed a significant higher risk 
of HCC development compared to patients treated with 
interferon who have an annual occurrence rate of 1.4% 
after SVR (8,9) and HCC patients showing a recurrence in 
up to 35% in respect of baseline characteristic of HCC (10).

In their study, HCC complete response to any treatment 
was established after a median time of 1.6 months and a 
median follow-up time to exclude HCC recurrence was 
10.4 months. Data from the literature show a grow rate 
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ranging from 1 month to 1.3 years (11,12) suggesting that 
HCC surveillance program require a long-term follow-up 
before excluding tumor recurrence. It is conceivable that 
many cases were not HCC recurrence but rather HCC 
persistence.

The time to HCC recurrence is strategic when we 
consider the potential mechanisms accounting for the HCC 
reappearance. We have suggested that DAAs may promote 
the development of new liver nodules only in patients with 
residual HCC cells by eliciting immune-related mechanisms 
or by increasing serum VEGF level which could promote 
tumor growth and, finally, recurrence (13). In this context, 
patients with complete response after tumor treatment who 
do not have residual tumor cells would not develop tumor 
recurrence even if exposed to high VEGF level. In our 
clinical experience, we usually treat HCC patients by DAAs 
only after 6–9 months of negative surveillance and from there 
we have not observed any further case of HCC recurrence.

Singal et al. makes a significant contribution because of 
the large population studied and data collection. However, 
the shorter follow-up and the potential inclusion of 
patients with residual disease in the analysis limit the final 
conclusion.

The debate is still on and the turning point seems to be 
far enough.
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